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- TJtf MAILING DA TE of this communication appears on the cover sheet with the correspondence address -- 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )□ Responsive to communication(s) filed on . 



2a)n This action is FINAL. 2b)l3 This action is non-final. 

3) G Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 1-65 is/are pending in the application. 

4a) Of the above clalm(s) 3-10.64 and 65 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) ^ Claim(s) 1,2 and 11-63 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) n Ciaim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)n accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing connection filed on is: a)n approved b)n disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) n The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

1 3) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. , 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (POT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 

Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). 



2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Infomial Patent Application (PTO-152) 

3) S Infomiation Disclosure Statement(s) (PTO-1449) Paper No(s) 3 . 6) Q Other: 

U.S. Patent and Trademark Office ~ ' 

PTOL-326 (Rev. 04-01) Office Acti n Summary Part of Paper No. 6 
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DETAILED ACTION 

1. Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1, 2, and 1 1-63, drawn to compounds of formula I, compositions and 
methods of treatment, classified in class 514, subclasses 262.1, 266.3, 269, also 
class 544, subclasses 262, 287, 314, 319. 

II. Claims 3-10, 64, and 65, drawn to process of preparing compounds of formula I, 
classified in class 544, subclasses 262, 287, 314, 319. 

Inventions Group I and Group II are related as process of making and product made. The 
inventions are distinct if either or both of the following can be shown: (1) that the process as 
claimed can be used to make other and materially different product or (2) that the product as 
claimed can be made by another and materially different process (MPEP § 806.05(f)). In the 
instant case the claimed formula I can be made by a different process. 

However, at the time of allowance, should the compounds be found patentable, the 
process of making will be rejoined, In re Ochiai, 36 USPQ 2d, 1 127. 

2. During a telephone conversation with Ms. Janet Cord on 8-28-03, a provisional election 
was made with traverse to prosecute the invention of Group I, claims 1, 2, and 1 1-63. 
Affirmation of this election must be made by applicant in replying to this Office action. Claims 
3-10, 64, and 65 are withdrawn fi-om further consideration by the examiner, 37 CFR 1.142(b), as 
being drawn to a non-elected invention, 

3. Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the 
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currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a request under 37 CFR 
1.48(b) and by the fee required under 37 CFR 1.17(i). 

Specification 

4, The disclosure is objected to because of the following informalities: In the table on page 
99, it appears that the value for the concentration should be 1 |aM while the value of PPARy 
should vary. Another words, the values in the column of PPARy should be in the column of 
"Concentration", and vice versa. 

Appropriate correction is required. 

Claim Rejections - 35 USC§112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

5. Claims 1, 2, and 12-63 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. The following reasons apply: 

a. Claim 1 recites the limitations of "its derivatives", and "its analogues" which are 
vague because it is not clear if said Umitations include a partial formula I where A- 
(CH2)2- is cleaved, or the -OR^ is cleaved, or additional substituents on the phenylene. 
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Furthermore, it is not clear what can differentiate a derivative from an analogue of 
formula L 

b. Claim 1 also recites the limitation of "its tautomeric forms" which cannot be 
perceived. The ring A does not appear to form enol-keto a tautomeric form. 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such fiill, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

6. Lack of Written Description: Claims 1, 2, 12, 14, 16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 

36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 are rejected under 35 U.S.C. 1 12, fu-st 

paragraph, as failing to comply with the written description requirement. The claim(s) contains 

subject matter, which was not described in the specification in such a way as to reasonably 

convey to one skilled in the relevant art that the inventor(s), at the time the appUcation was filed, 

had possession of the claimed invention. Claim 1 recites the limitations of "its derivatives", 

and "its analogues", which have no description as to what additional substituents can be 

attached to the phenylene, or ring "A". Also, the specification does not indicate whether "a 

derivative" or "an analogue" can simply a partial compound of formula 1. 

1. Scope of Enablement: Claims 20-23, 30-41, 52-59 are rejected under 35 U.S.C. 1 12, 
first paragraph, because the specification, while being enabling for reducing blood glucose, 
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cholesterol, and lipidemia, does not reasonably provide enablement for other diseases covered 
by Syndrome X such as obesity and renal diseases. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. The term "Syndrome X" includes diseases 
such as hypertension, obesity, insulin resistance, coronary artery disease, cardiovascular, and 
renal diseases. Not all of said diseases can be related to diabetes, high cholesterol, or 
hyperlipidemia. For example, lowering cholesterol, and blood sugar does not always treat 
obesity. Similarly, renal diseases have different etiologies, pathways, mechanisms, and receptor 
sites. Thus, reducing blood sugar and cholesterol does not always treat obesity and renal 
diseases caused by other factors. 

8. The in-vitro and in-vivo bioassays in the specification show the claimed compounds have 
activity on PPARa, and PPARy as well as inhibiting HMG CoA. The claimed compounds can 
also reduce blood glucose, LDL, and triglycerides. However, there is no evidence that the 
claimed compounds can treat obesity or renal diseases. Thus, the specification does not 
sufficiently guide one skilled in the art to treat all diseases related to Syndrome X. 

9, The state of the art, as evidence by many commercially available antidiabetic drugs, and 
cholesterol reducing agents, has not shown that reducing blood glucose or cholesterol can treat 
obesity or renal diseases. 

Thus, with the scope of Syndrome X and limited teaching provided, one skilled in the art 
would require more than routine xperimetation to treat the many diseases related to Syndrome X. 



Pages 
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10. Scope of Enablement: Claims 20-35, and 48-55 are rejected under 35 U.S.C. 1 12, first 
paragraph, because the specification, while being enabling for type II diabetes, impaired glucose 
tolerance, hyperlipidemia, obesity, insulin resistance, xanthoma etc., does not reasonably 
provide enablement for leptin resistance, osteoporosis, psoriasis, polycystic ovarian 
syndrome (PCOS), dementia, or cancer. The specification does not enable any person skilled 
in the art to which it pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. The non-enabled diseases are either not caused by 
increased blood glucose, cholesterol, or lipidemia, or they are not affected by said factors. 

a. Leptin resistance: as defined in the specification, said condition in which the 
cells do not respond to "leptin signal", which in tum leads to obesity, and impaired 
glucose tolerance, type II diabetes. Thus, by lowering blood glucose, or cholesterol one 
only treat the end-point of said condition, and still not improve cellular response to 
'leptin signar. Therefore, the underlying problem of "leptin resistance" has not been 
treated by the mere reduction of blood glucose, or cholesterol. 

b. Osteoporosis: a bone disorder that is caused by an increased bone resorption. It 
is related to postmenopausal endocrinologic changes, reduction in vitamin D synthesis, or 
resistance to vitamin D activity. While it is true that secondary osteoporosis can be 
associated with diabetes mellitus, lowering blood glucose alone cannot effectively treat 
osteoporosis. Furthermore, there is no evidence that the claimed compound can decrease 
bone resorption, or increase bone density. 
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c. Psoriasis: a disease of skin exfoliation with no known cause, and it is not related 
to diabetes, or cholesterol. The state of the art does not use antidiabetic agent or 
cholesterol reducing agent in the treatment of psoriasis. Thus, there is no scientific sound 
basis for using the claimed compounds in the treatment of psoriasis. 

d. Polycystic ovarian syndrome (PCOS): a disorder that is related to LH 
(luteinizing honnone)-dependent hyperandrogenism. The state of the art treats said 
disorder with hormones (e.g., progestin, contraceptives, clomiphene, etc.), and not with 
antidiabetic agents or cholesterol reducing agents. Again, there is no scientific 
correlation for the claimed compounds to treat PCOS. 

e. Dementia: a term that includes Alhzeimer's disease, which definitely cannot be 
treated simply by lowering blood glucose or cholesterol. Thus, it cannot be perceived 
how the claimed compounds can treat dementia, which has to do with acetylcholine. 

f. Cancer: a disorder of abnormal cell growth. There are more than 3,000 cancers 
with different etiologies. The state of the art has never had an agent that can treat all 
cancers. Some cancers cannot be treated such as liver cancer, pancreatic cancer, etc. 
Other cancers are treated with agents that can stop mitotic division. Since the claimed 
compounds have not been shown to be able to stop cell division, it is not understood how 
they can treat cancer. 

Thus, with broad scope of the claims, and limited guidance provided, one skilled in the 
art will have to carry out undue experimentation to treat the above diseases with the claimed 
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compounds. Furtheraiore, on many of these diseases, they simply cannot be treated just by 
lowering blood glucose, and cholesterol. 



The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In reLongU 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting grovmd 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fiiUy comply with 37 
CFR 3.73(b). 

1 1 . Claims 1 , 2, and 1 1 -63 are rejected imder the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1, 14-18, and 20-51 of U.S. Patent No. 
6,444,816. Although the conflicting claims are not identical, they are not patentably distinct 
from each other because the formula I claimed herein falls within the scope of the formula I in 
US'816 when formula I in US'816 has the following substituents: 



Double Patenting 



R^ and R^ are hydrogen atoms; 



Ll. 



A is lH-pyrazolo[4,3-d]pyrimidin-6-yl; 



Ar is phenylene; 



iv. 



R^ corresponds to the instant R"*; 
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V. 



7 9 

R corresponds to the instant R ; 



vi. R^ corresponds to the instant R^. 
Although the salt form is claimed herein, claim 19 of US '8 16 recites some of the salts in 
claim 2. Claim 18 of US' 8 16 recites three species and their salts (see column 82, lines 15-23) 
that are recited in the instant claim 11. Claim 20 recites the first three species and their various 
salts that are also recited in the^ instant claim 1 1 . The compounds outside of the scope of the 
overlap would be allowable if presented in dependent or independent form. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Tamthom N. Truong whose telephone number is 703-305-4485. 
The examiner can normally be reached on M-F (9:30-5:00) & every Saturday morning (starting 
from 4-7-03). 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Mukund Shah can be reached on 703-308-4716. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-308-4556 for regular 
communications and 703-308-4556 for After Final commxmications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone nimiber is 703-308-1235. 





August 28, 2003 



T. Truong 



ALAN L. ROTMAN 
SUPERWSGRY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



